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#3£§J3l::££>#x>->:2-* h U y ^ D N A7^ # □ 7 (D fls ;£ & . * 

tv-j^s mnffi&*Mi&vfrm<D±izmmm&Mf&-?z>7>Ty7£. mmm 

5 



WO 03/052097 PCT/JPOl/11150 

sy ~> x t- a <d m. m m x- $> z> . 

BI7tt. FET, t — fflfl[-fe>iJ-©BB««©»iW0"Cab*. 
-ri3fr®EIT-&£o 

m 1 5 te> m 1 4 tw^Lfc? a— -t;K7^^^EITfe-5o 

m i 6 ^^B^ciie^^aifflFET^issij^yp h=i)KDm.wm-c$> 
^ bj & mm-r z> tz *e> <d« & e> 

6 



WO 03/052097 PCT/JPO 1/11150 



tmmm 1 ) 

/&£nT*59, ji^/j:Sjfi;^#c7)TTaij^-r^^^-y^ h ate ^ £ a ^ >j 
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i 2 o 3 ) , mt?>*)i (Ta 2 o 5 ) &«Ji-r£>— jugitt-r^. 
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Ltd 7 n — ^ % ^'J7i"J;V75 h\ # U k H u3ri/jLj-)\,^$ & x ) \s 

— h (pHEMA) tiE&m\,*Z> ii^Tf. /S^T. h V 

o f e t <D*f~— b&m%>}T5:BT*mffi$B&tf&4kis, v*- hmmmcDmrnma^ 

<Dmm^&g:ik-£l£2>o Lfd«oT, V -X 4 SIX H > 5 ©R8 F 
K>«85aE<bt lsTmetfc<DMl&. Ttefrtf-tfy hitfe^ til 

0 2te> 0 1 te*L;fciBe j ?lftaiJB«#S&* h^>> J X^ (Genetic FET) £ 

d©afe^^'>7.^A«, 0 1 {^bfcate^fcKffl F E T 1 ©<fitC#flB 
FET6SfflU, Jtfc^lftW/B FET£#J»FET©M»«lJt*:fr 5 0 JUg^ 

^tb^B f et i ©y- bmmm&mizfc8Ln*<D*-¥v hite^tfflttwfc 

^cD^oft^M^fTp £ tf:«k 0> F E T(Dmm.W}ft&<DM^\z£&ffl 
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jtfcT&titiffl F ET £#JISF ET©£®*&&5fc£fca'J£?-<5fc«>K:, «tt 

m$mmizm/M4tmmmxi*ft&z\z>mM*mmvrzmMrfm^*>n, m.^ 

Vi*. iHS^tfcffifflFET 1 t#fi8FET 6 «®»lfllg& 9 fc«fc O^nfn©* 
t*ffl©#BHF E T£©3S»»(Sfc*fT 5. 
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^'J^'>X^A©UiBJg|Tafe-5o ^^UfcWCDN A7-f D7 K Oi^, 3 
m<D Genetic FET 1 2 - 1 4^IttfbSnT*0, ^1©FET1 2(111 

©*— y v hjte^^MtbT^Jtfe^^mffi f e i\ 3I2©feti3 ktsi 2 

©il<E^$:^aS-r^itfeT^tilffi F E T, I30FET 1 4tt#MFETtb 
Tffl^e>n-5, 161, ^2 ©F ET©y- h*ft»«&_bfcW:*-n-en38 1 , ^2 

FET©^- httfttt&SifclttjB 1 2 ©jtfe^©^M69m«SB3?"J<h«M 

fc -5 t&SiE?U £ £ ttR y □ - ^0^2 tit -5 „ 

B3tt, 1 ©itfeT©*^#W-r^^^^^^±fB^liibDNAT-f ^ □ 

-f U-^^^$tfcit©t^/Tbtlr^. fg 1 ©Ife^ttf 1 

©FET1 3©ii^o-^i0^-fyU^XlT-*i^ifiEf^ o -f 
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(^Ttb^m^^^MbL^V^ Ifc^T, ^ 1 ©Ifi^tilffl F E T 1 2 
IFET 1 4©|IM'J£, &Z>*fg2 <Dmfc=?-®.\£m F ET 1 3 i#,f,FET 1 
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T 1 4 <7>ffl27Jt©«Jj£, ©iHS^ffiJB F ET 1 3 i#iF ET 1 4 

tf> ft *i J* £Z> $J 5£ £ ff "5 f»#©ttl*Jt3&««ft;UTlB lO^-yy h 
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5 ' 9#a©au'ted«s NPguttT* v.. mi ^^n-^Tte^© 

gB&©i&g;$SA, I2^0-ytttGi^otli5. d ©31 1 Stffg 2 ©1£^ 

^n-zf&^ti^enm 1 aix* 2 © f e t ©y— h±tcgi^fc-f &<> #1$^ f 

e t coy— Mcteig 1 , ^2 :/£»£*K*y*W"r*w*:/n — 

F ET©y- h±fctt«K^n — ^&H3£<kb^:< T«b«fcVi. ±IB^ST 

ya-^©5' =l jm-emm-t** — *m&M<DF et coy- h 
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o oi&m&o)mt&&m<t>nistzW:, mi. f^oae^ta^FET, Rztmm 

FETIllAlt. 4 5tT8BlFI, A-f ^ U # < if- v a > £fr frit*:, A 

^-^lz-^tlXXfy^A^DT-fF^iALfc. M«^ff 1, fg2 
(Diie^^tKffl FET\ Stf#IFETt|««^lAlT, fnfn©FE 

T©m^^jE> ^ i ^a^T^aiffl f e t tmmm f e rommihti. zcztm 

n©F E T©tB^j«lE, Sgl (Ditfc^t&mfllFET£#!&JSFET<Z>|tIfr{ii^ 

H 1 (Dm&7u-z/lz1tifoT%m.Mmm&mirZ>U.n (Normal) "Cte, mi 

^2 0lfi?^lllfflFETt#IfflFET©§ltli^«O. 5mVT&<9, ^ 

2*J&T*ittSE?!l<£%-r*K16f. (Mutant) TttH ClfifiaiffiFETii 
fMFETO^lbtii^teO. 3mVT*ofc. — S§ 2 © jUk tB ffl F E 
Tt#BBJBFETcS>MtbfcB*>«4. OmVTSO, B ^ftftg**** 
SI 1 t^2 ©^^■/n-^^^^-r^^SSH^J^¥^Tr)W'r^K*4 (^s^-a) 

x-\tmi <Dmfc^&\£mFE7 zim&mFET(Dmm\&ji\-&2 . 3mv, ^2 

Witfe ; f^aifflFETt#MfflFET(DMi!ltil^«2. OmVT'i&D. 

Jt 1 (DJt^#e>tifcc J^Jtck V , *mW\z,k2> S N PMrn lc«fc 0 , Normal/Normal 

(D/fc^E. Mutant/Mutant©*^ Normal /Mutant OajDO 3 mM<DUn$:Mm 
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3fc^T H^§itfc*(tt^lijt?»|pl;fi. Normal/Normal & 
Mutant/Mutant ©^^©ISt^tDiiJ^^^ViT, ite^^tUffi F E T £&Mm F E 
T©MSbtb^3«2. 2mVCD*$£T&o£:o Ifci^T, -1 — U — & 



fA0i^@T'S5. I^Lfc^JCDNAT-f^DJl/^iDl^, 3 {0 CD 
Genetic FET 1 2-1 4^M{b^tlTi50, ^ 1 OFE T 1 2 ttl 1 

-y v hjte^^^m-r-sae^^aiffl fet, I2©feti 3 «m 2 cos 

fcT Sr^ai-r^il^^aiffl FET, ^3©FET1 4«#iFETtbTffi 

y ?-yy M^iA-f ^-r-tf— ->3 > £ ?t t> *r £ 

C0^^S:*UTVi^>„ m 1 C0itfe^«m 1 CO F E T C9l£g£:/D — CO *A-f 

i£-->3 >K<fc oy- Mfeli^ffico^^a^b-r^o m 2 coitfe^^lij 

V>. Ife^oT, mi <D«fe^ffifflFET£#|}gFETCD!i»b$J^ S^UI 
2 COjtfc^tfcttl/B FET L&mF ET(Dmm®\fe&ft? ££lZ£r). pf^COttl 
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— y v hitte^^t** 1 2 ^->>4 (BisU2-crown-4)) -?«»rr<&«£\ tf 

Ilil^a-^ (Normal) : 5' - C A T A C A C T A A A G T G A A A- 
3 * 

$2ii^P-^ (Mutant) :5' - C A T A C A C T G A A G T G A A A - 
3 ' 

£^n^nsfi i 2 <Dm.fc=f'tk&m f e Toy- h±^@^:^-r^o #m 

O^^&it'jg-r^ <h|p|I^K:, Normal DNACIJA'U / v-f •>>, Mutant DN 

Normal DNA;S>e>&£!im£Sg 1> ^ 2 (DMfik^T-tfkiijFft FET, JSLtfm&T 
ETlCiAbT, 4 5t:T*8Bt^, /W 7'J ^ ~> a > £ ?t fc> -fr „ /W 
yj ^W-tf-->a >m> 819ir?i£{;i <£ 0^#LT*5^©^l4S:iiL, 5 0m 
MONaC l^i^^AUT, Sfl 2 ©ite^^tBffl F E T&^#RS F 

E T <Z> tti JI , Sg KDitfc^&ffiJB F E T tmmm F E TCiiitB^, 
^2 Oite^^aiffi FETttiffl F E TOllibtti^^Sii^Lfe. 1 Oitfc 
^t&ajffl FETt#Iffi F ET©Iiai^U4mV, |g 2 CD ®fc T ttl ffl F E 
T <h#f!8ffl F E TcDMfJitb*? 0 . 2 mV T $> ■? ti * ^<D^, 5 OmMKC l/Jc 
^^^#AbTPl^(rtB^mffi^M'l^Lfcil£^, ^lClfef^lUfflFETi: 
#flgfflFETc7)Ml<jai*«0. lmV, |g 2 (Dmfcl-tk&m F E T £ #J%ffl F 
E T CD^WlHit} 0 . 3mVTr&9. + <£> Norma 1 D N A Hfg 1 <DWiW.Zf U - 
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— Mutant DNA*6/j:5ijS^^, ± IB <h |I) 1;: $J 5t T -5 £> 5 0 mM(D 

n a c 1 7kmm&mAvtzt%<Dm 1 ©ae^teaiffl fet ii&mm feto 

MWttt^teO. lmV, ^ 2 OMf ttBffl F E T F E T(Z)Hiaj^ 

0. 2mVT$)ofeo 5 0mMKC l*^MAt5)^l(DlfefttilfflFE 
T £&mm F E T <£> ^ ifr fcB # H 0 . lmV, ^2 ©IfififflfflFETitl 
ffl F E TtDmmtiitl 5 . OmVT'^D, ism + CD Mutant DNAttH 2 ^^16^ 
D-yt^A-f^U y-i -fcf-~>3 >^J& t, ^ 2 <D3tfc^l£tHffl F E T^l 

iRftncjfc^-r^) ^ t^5iig$nfc. Normal <h Mutant ©DNA^^^foftS 

fitlifflFET i:# ( ilFET0§g||il^«2. 3mV, |g 2 (DiHS^tfcffiJB 
F ETi#Iffl F ETcDMKjHj^J^O . lmVT^O, 50mMKC 

^A^ro^ i (Dm^^^mm fet <t#Mffl f e To^mmtatut o . 1 mv, 

W. 2 cDiHs^NifcttSffl F E T tm&m F E TGDMUjffl;*} 2 . 5mVtfeO, t3(f 

W±J:0, *^ii:«k5 SN P)??*fH«k 0, Normal /Normal CD * t , 
Mutant/Mutant <7>*^E, Normal/Mutant 0^\rO(D3ffl^©lit^51SiJt-5ii: 

U #> H1S^#C0^fiKc0 2C)CDM4RW'fb^SJ^Xig^-^^nTV^ o b 

interns) 

05H ^iB^iasii^- h^ilfi^ttsm^^ h^>> f 7,^^#A 
5DNAY-f ^ D7 U-f ©HiSie^!*^?" m~C$>2>o £"T, 13 5 (a) \Z7jk 
t"cfc"5 1 7 l£4£l£'ffc#MfBJ&S*£ (Lowpressure chemical vapor 

deposition) \Z£K>. pi©#'Jy'j3>fil 9§Mtl). #"J->ij3> 
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MlM<Dm2 \t 1 0~ 1 0 0 0 0 nra^il^glL < , # f| Jfi 09 T 10 0 0 
nmibfco 05 (b) tc ^ "T <£ 5 K > # l JvU3>i0/t^-r>^ 

» 

05 (d) tc^-TJ:-5tc, ^MMIB^^fifc-TS. 7* hU7^7 
F^-T Xy ^>;7*&£VW3::7 s/»t7 -WfcT' VtZvA^g^l 

t^t^^x^ hx*> ^>yiCcfc o , n.mmn>$2 h 7\ <z> - -> u 3>igi 

^rfr 0 A>^H«tSr7x^ h X y 5P > ^* K ct D 7 n *y Affim 2 5 
nFET©V-7- K U--f 2 1 , k — ^-2 2, ffi^-fc>+)-2 3 

*^(C> 05 (e) tC^-Tcfc^JC, DNA7"o-7^l^bt5. 

*s 1 7 <7>fg2 (->ua >m&Mi&isfcm tfcttom^) 2 e \z&\,*x, 
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0 , fi is ^ cd its ^ m m ^ x r- a srittrr £ - 1 # 3 . 

12 6 tt. d-5 LTffiSnfcDNAY-f ^ DTl/-f CD — #J £ 7* T ¥ ® HI T 
*iODNA7>f/7 07l/-ni, 7 id 1 4 4flO->>J 3 >flH 

«5 0 0 Mm^-efe^c ~>'J n >mMJ&mm 1 9 £«®^£>Jl,*:<h 121 

o © «s ib [pjgs £ mm u t u -s . 

EI 7 tC^-TJ: -5 fc, «JS0tJTte 1 OCD:> U D >mMf&mm 1 9 IC2 1HCD^ 
tiFETtbf:, ta^-b>-^2 3 cD|±i7^^fflV^Tt-^- 2 2 * fcj W "T 3 C 

(melting temperature, Tm) cd^--5o f:SI7"D- :7£|WI — cd-> U 

fc^&tK£^3t-r«5C:<t#T'i*&. ^g^fcK#^FE TcD^tefc^fc-r^;^ 

a^^tbffl f e t t&mFETommmmzfi ozt\z^K>, §FETtu^ 

ms Id, 0 6 l:^bfcDNA7-f ^ $IS*&*fcflfi06*t. 
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mi&m 5 <hiBj^(c> 1 7 ©is 1 1 8 iz u 3 >m&Mf&is, 

7* h'JV^77^ ii-^>^i:J; D^gteSB^Ov-U 3 >li^i4LT, 

misc^vu 3 >^^^m^ 1 9 ->u =i >m<Dmts\$o . 1-10 

^ -fc > V j&* J£ fi£ $ n T V i-5 o 

1 9 £ifcf5*:7-Y >2 7 <h <D m ffi it 0 . 5 mm, Mm? * > 2 7 (D*! 
teO. 5 mmi L . Z. <Dffim. \Z J: 0 # £> U 3 > $£ J£ i& fil 1 9 (Di&m. Z^Mfr 

x^^>^ (Reactive Ion Etching) vmtf&7^<£8fr.® J124*<£> -> U 

Cfl;«J7) 
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^nffimommtf- hmiA^mtam fet^ -fit. msey 5 

DN A^-f £ OJW fc*5V>T\ iHS^fcttiJH F ET&^IFET©^- h 
SB<B#^ bfc«li£T&*. »«ty- h£B2 8 (Dtf^Xg&OlS;* 

ttO. 0 1 ~ 1 um©«5B£W£b< > fcHlftfllTttO. ljimtLfc. *i 

Cm£0iJ8] 

0 1 2&> h^Jt^T-^tlifflFET^^y^tocT)^!!^ 
b, ^^±(C^^^a-y 3 £@5£<tbAco ^2(0*6^1^2 9 ©|^tl/T« 

Bus, *mwomm¥- hmm&^&mm fet^^ 7 r *jHnfcsue>' 

4>&< tt>ae^tfciffl F E TROf#IFET^Ml/:DNA7^ ^ P T 
U-T^y :/£:7a--teJl/3 0 i:7-)>hL, #SES&3 1 fcSMft-T*. iffiSS 3 1 \Z 

*IT43*K ^>7 P 3 5 £Sg!!ibT> A-f ^ U ^-f tf- > a >^S^^fe#^5r 7 

□ --fe;U3 0 {C^A-r^d t^Tt?>. iimRtf-r >^-# 

&S§3 6 \z <fc OA* 3 44MC#&b, 7D — -fe;l,3 0 Id^l A bTitfe^^ffi 
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0 1411, y n-±)\, 3 0 <E>tli it^^-T. 7 D--t;U 3 0 cd + O^U > hS 
1S39 tCiHST&aiJB F E T3^j/ :/4 0 > b U ir— 4 1 

K:/>J > h«*£3 9 £mmt£1*Z>o 7°*) > N*«3 9 Ktetf > 4 2 75«flftW6tl 

t*3 0 » m ^mess 3 8 tsfaustixiri*. uwmm4 3 itm& 3 1 \z& 0 
-r-^-4 1 ic««a!b^vi«k5) K^-ri'— «&#sr&^** 7^4 4Ti*it^. 

1151:, 7a-tJV3 O0^i5?0^^t. 7 P— 3 0 fcttSEBS 3 
lt&5aglmmO^«$tlTi5 0, itfe^t&fflJl F E T y ^ (DN 
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